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********** Welcome to STN International ********** 

NEWS 1 Web Page for STN Seminar Schedule - N. America 
NEWS 2 NOV 2 1 CAS patent coverage to include exemplified prophetic 
substances identified in English-, French-, German-, 
and Japanese-language basic patents from 2004-present 
NEWS 3 NOV 26 MARPAT enhanced with FSORT command 
NEWS 4 NOV 26 CHEMSAFE now available on STN Easy 
NEWS 5 NOV 26 Two new SET commands increase convenience of STN 
searching 

NEWS 6 DEC 0 1 ChemPort single article sales feature unavailable 
NEWS 7 DEC 12 GBFULL now offers single source for full-text 

coverage of complete UK patent families 
NEWS 8 DEC 17 Fifty-one pharmaceutical ingredients added to PS 
NEWS 9 JAN 06 The retention policy for unread STNmail messages 

will change in 2009 for STN-Columbus and STN-Tokyo 
NEWS 10 JAN 07 WPIDS, WPINDEX, and WPIX enhanced Japanese Patent 

Classification Data 
NEWS 11 FEB 02 Simultaneous left and right truncation (SLART) added 

for CERAB, COMPUAB, ELCOM, and SOLIDSTATE 
NEWS 12 FEB 02 GENBANK enhanced with SET PLURALS and SET SPELLING 
NEWS 13 FEB 06 Patent sequence location (PSL) data added to USGENE 
NEWS 14 FEB 10 COMPENDEX reloaded and enhanced 
NEWS 15 FEB 11 WTEXTILES reloaded and enhanced 
NEWS 16 FEB 19 New patent-examiner citations in 300,000 CA/CAplus 

patent records provide insights into related prior 

art 

NEWS 17 FEB 19 Increase the precision of your patent queries - use 

terms from the IPC Thesaurus, Version 2009.01 
NEWS 18 FEB 23 Several formats for image display and print options 

discontinued in USPATFULL and USPAT2 
NEWS 19 FEB 23 MEDLINE now offers more precise author group fields 

and 2009 MeSH terms 



NEWS 20 FEB 23 TOXCENTER updates mirror those of MEDLINE - more 

precise author group fields and 2009 MeSH terms 
NEWS 21 FEB 23 Three million new patent records blast AEROSPACE into 

STN patent clusters 
NEWS 22 FEB 25 USGENE enhanced with patent family and legal status 

display data from INPADOCDB 
NEWS 23 MAR 06 INPADOCDB and INPAFAMDB enhanced with new display 

formats 

NEWS EXPRESS JUNE 27 08 CURRENT WINDOWS VERSION IS V8.3, 
AND CURRENT DISCOVER FILE IS DATED 23 JUNE 2008. 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 
NEWS LOGIN Welcome Banner and News Items 

NEWS IPC8 For general information regarding STN implementation of IPC 8 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************** STN Columbus *************** 

FILE 'HOME' ENTERED AT 12:30:57 ON 08 MAR 2009 

=> file caplus 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 
FULL ESTIMATED COST 0.22 0.22 

FILE 'CAPLUS' ENTERED AT 12:31:12 ON 08 MAR 2009 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 
PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 
COPYRIGHT (C) 2009 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 



databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 8 Mar 2009 VOL 150 ISS 11 
FILE LAST UPDATED: 6 Mar 2009 (20090306/ED) 

Caplus now includes complete International Patent Classification (IPC) 
reclassification data for the third quarter of 2008. 

CAS Information Use Policies apply and are available at: 

http://www.cas.org/legal/infopolicy.html 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 
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37429 ANDROGEN 
29411 ANDROGENS 
46205 ANDROGEN 

(ANDROGEN OR ANDROGENS) 
794559 RECEPTOR 
732160 RECEPTORS 
951554 RECEPTOR 

(RECEPTOR OR RECEPTORS) 
11973 ANDROGEN RECEPTOR 

(ANDROGEN(W) RECEPTOR) 
42806 CODON 
19224 CODONS 
52021 CODON 

(CODON OR CODONS) 
3679 741 
2 CODON 741 

(CODON(W)741) 
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=> dLl bib abs 1 

LI ANSWER 1 OF 1 CAPLUS COPYRIGHT 2009 ACS on STN 
AN 2003:39630 CAPLUS 
DN 139:17235 

TI Novel Mutations of Androgen Receptor: A Possible 

Mechanism of Bicalutamide Withdrawal Syndrome 
AU Hara, Takahito; Miyazaki, Jun-ichi; Araki, Hideo; Yamaoka, Masuo; Kanzaki, 

Naoyuki; Kusaka, Masami; Miyamoto, Masaomi 



CS Pharmaceutical Research Laboratories I, Takeda Chemical Industries, Ltd., 

Osaka, 532-8686, Japan 
SO Cancer Research (2003), 63(1), 149-153 

CODEN: CNREA8; ISSN: 0008-5472 
PB American Association for Cancer Research 
DT Journal 
LA English 

AB Most prostate cancers (PCs) become resistant to combined androgen blockade 
therapy with surgical or medical castration and antiandrogens after 
several years. Some of these refractory PCs regress after discontinuation 
of antiandrogen administration [antiandrogen withdrawal syndrome (AWS)]. 
Although the mol. mechanisms of the AWS are not fully understood because 
of the lack of suitable exptl. models, one hypothesis of the mechanism is 
mutation of androgen receptor (AR). However, 

bicalutamide, which has become the most prevalent pure antiandrogen, does 
not work as an agonist for any mutant AR detected thus far in PC. To 
elucidate the mechanisms of the AWS, we established and characterized 
novel LNCaP cell sublines, LNCaP-cxDs, which were generated in vitro by 
culturing androgen-dependent LNCaP-FGC human PC cells in androgen-depleted 
medium with bicalutamide to mimic the combined androgen blockade therapy. 
LNCaP-FGC cells did not grow at first, but they started to grow after 6-13 
wk of culture. Bicalutamide stimulated LNCaP-cxD cell growth and 
increased prostate-specific antigen secretion from LNCaP-cxD cells both in 
vitro and in vivo. Sequencing of AR transcripts revealed that the AR in 
LNCaP-cxD cells harbors a novel mutation in codon 741, 
TGG (tryptophan) to TGT (cysteine; W741C), or in codon 
741, TGG to TTG (leucine; W741L), in the ligand-binding domain. 
Transactivation assays showed that bicalutamide worked as an agonist for 
both W741C and W741L mutant ARs. Importantly, another antiandrogen, 
hydroxyflutamide, worked as an antagonist for these mutant ARs. In 
summary, we demonstrate for the first time that within only 6-13 wk of in 
vitro exposure to bicalutamide, LNCaP-FGC cells, whose growth had 
initially been suppressed, came to use bicalutamide as an AR agonist via 
W741 AR mutation to survive. Our data strongly support the hypothesis 
that AR mutation is one possible mechanism of the AWS and suggest that 
flutamide might be effective as a second-line therapy for refractory PC 
previously treated with bicalutamide. 
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